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PHARMACODYNANICS -

(GR58755 abbreviated *GR").

A) Learning/Memorv Studies:

-

GR showed activity in the following paradigms:

1) Mouse Hebituation Jest

GR-active at 0.0 ng/kg i.p. b.i.d. (only dose used); this dose also
attenuated the disruption of habituztion induced by scopolamine.

2)  Soontanseous Alternation in Rats:

GR &t 1 ng-100 ug/kg ;

i.p. b.i.d. partially reversed ~
scopolamine-induced pericrmznce daficit: 311 GR doses tested in *his
range producad quantitzlively similar efrsct, :

3) Morris Water Mzze Tost ia Rets:

GR &t 1 ng-10 ug/kg i.p.
deficit: an GR 585 tzs:

agonizad scopclamine-inducad performancs
in this
similar effact.

range producsd guzntitatively .

4 Wisconsin Genersl Test An=ars

GR 2t 0.01 and 10, ng/kg s.c. b.i.d4. T2ouced number of trials nesded
t0 rzach criterion; howsvzr a higher dase (1 ug/kg) had no effer:,

B) Anti-Anxiesv Studiss:

1) Socid Interac+ion in R+

GR increased“sstfaT“Tﬁt§?§ffTbhw(withoui evtect on locomotor
activity): the evTective desage rangs was szid to be o ug/ke
P-o. in one place and . bhe/kKg p.o. in znother. In a
Separate study.‘Gwaas;E:éiv‘;at‘utlhan 10 (hut not 0.001) ug/kg
i.p. The magnitude of *32 effec: ¥es nol dosz-relzied. The gffect
Ov 2 single doss of 1 Us/kg p.o. lzstzd for 6 hours. Activity did

atment. Dizzepam was efiective in $x::

it pro

T2 7

o
NotT detrease with subzencs ire .
paradigm; however, unliks GS, cucsd & rsbound derrzase in
social intsraction a7isr subacute ireziment,

=~ 1D

2) Licht Aversien in Mice:

GR decreasad 1ight aversion at 0.1 ng/kg-10 mo/kg i.p. (No effect 2+
0.01 ng/kg; all doses t2sied in the active Tange produced
quantitatively similar evTocts; 501 died at 10 mg/kg). Diazepam was

{ ' active at 0.125 but not 0.0¢3 mg/kg i.p. GR had a duration of action
of 12-24 hours after a single dose of 1 ug/kg i.p. or p.o. Tolerance
did not develop with subactus treatment with ‘either GR or diazepam; a
rebound effect (j.e. incrzased light aversion) was seen after
cessatidn of treatment with diazepam only.

o
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3)  Elevated Plys Maze in Rats:

GR at 1 and 10 ug/kg i.p. increased the amount of time spent in the

cpen arm section of the maze, which was interpreted as an anxiolytic
effact.

Receptor Interaction Studies:

GR is a putative antagonist of 5-HT3 receptors. The attached

Table *2" summarizes the. in vitro pharmacological and ligand binding
studies performed to show that GR antagonizes 5-HT3 receptors
without effects on a variety of other recepior types. GR was 21:co
active in an in vivo model of 5-HT3 antagonism: antagonism of the
bradyvcardia induced by the putative 5-HT3 agonist 2-methyl 5-HT
(Bezold-Jarisch reflex) in anssthetized cet. In this model GR wszs
active at 0.1-1 ug/kg i.v. and 3-10 (but not 1) ug/kg i.d. The
duration action after §.d. dosing was at least 3 hours.

Cerdisvascular Studies:

Data were extremely limited. 1In single anesthetized czt, 0.1-1 mg/kg
i.v. causad no clear change in hesart rate, blood pressure, or EKG. A
s1ight increase in QTc intzrval wes seen at | mg/kg; a smaller increz:zs
wes seen during saline infusion. GR was 2lso given to 2 conscious monkeys
at j.v. doses of 0.01-1 mg/kg. No effects on heart rate, blood pressurs,
or EKG were seen up +0 0.3 mg/kg. At 1 mg/kg, a slight increzse in QT

a
2

my oy

1 -

interval was seen in ) monk2y; this monkey also had a single transient '
"dysrhythmia® (see tracing in fig. 5, atiached) at 6 minutes after this
dose. It was stated that iscla*ad dysrhythmias are not uncommon in

vehicle-trzated monkeys, arnd +hus mzy not have besn due to drug in this
case.

Miscellansous Studies:

1) Gereral Bohavior §n Movss Ret. and Doe:

™

2) Mouse - no effect 2+ 3 mg/kg i.v.: 1D mg/kg i.v. causead
convulsions and 5/5 zzzths.

b -~ 2.5 and 5 mz/kz i.v., and 5 224 10 mg/kg p.o., czus2d8 no

& S. Adecrzase in sponizneous activity lzsting 45 minutss wes
s fter 10 mg/kg i.v.

c) Dog - no effect 2+ 0.5625 - 2.5 mg/kg i.v. or 1.25 - 5 mg/kg p.o.

2) Anizoonism of Cispla=iz - and Cvclochesshemide-Induced Emesis §n =he

Ferret:
GR was active at 0.1 - 1 mg/kg §.p.

3) Effect on Phenobarbi*ans Sleeming Time in Mouse:

GR had no effect at 3 mg/kg i.v.
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Table 2-

BEST POSSIBLE COPY

Selectiviry Of Action Of GRE87S55A In Isolated Iissve Preparations

Receptor Type

Isolzted Tissue

Agonist or

Opiate

Mouse vas defe-s=s

Effect
Radioligand
5<ET Bat vagus nexy 5-EI g =6.8
3 (bgroug.‘:lu*.': oN Ph3
Rat entorhinal cortex [=E]G3656303 PRy = 9.4
Guinea-pig 1lemm 2-metkyl-S~3T PAy = 7.7
, (corrfacnoN

5-ET, Rat apreta $-ET Phy = 5.2
5-ETly-1like Dog sazhenous vein S-BI = NET lCm=M
Rat striatew [12%I)cyanopindolel [—RST 100zav
" Rat hippoca=pus [38) s0ED®AT NSZ 100=eM
c,—~adrenocepior Babbit aorsa Roradrenaliss RS2 20mc™
g.-adransceptor Rat lsfr ag=ia Isoprenaline RSZ 10CazM
8,-ad-enocaptor Rat uterus Isoprenaiine NSZ 100me
Muscarinie ¥, 23l cortex [3E)piremzerine NEZ 1C0=en™
Muscazinice M, B2t heas: [3=]1rvs KEZ 1902
Muscazinge M, Rat salivary giand [3=1nes N3 17r=am
Nieotinie Ra2t supesisr b2 ur g FEZ 10zem

e cervizal pazgliion
EZistamine 2y Guizesz-pig ilewm Eigtamine Pia = 5.7
GaBAy B2t supericr GARA REZ ip=ex

cervical ganglien

Dopaxzize D, B2t striam= [’Elspiperone NSZ 10azz

WoH-n

Fo significan: effsct
1,1—dim::hy1-4—phe:y1 piparaz
[?Bj-N-methyliscopolzmine

inivm isdide
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4.

- B) GR panially blocked the increzsed loccmotor zesvity &

- 100 vg/kg given i.p. (fnacdve at 0.01 ng/kg); all Sesas tastad wi

Antipsychotic Activity:

A) GRE8755 (hereafier abbreviated as GR) blocked the increasad jocomotor
activity caused by amphetamine injection into the nucleus accumbens of rats.

GR 2nd ondansetron had similar effects at doses of 100 and 1 ne

g, respectively
(injected into nucleus accumbens). GR was inactive at 1 2nd 10 ng.

tzusec by dopamine

infused into the nucleus accumbens of rats. 'GR was actve at doses of 1 ng/kg
within this active
range produced a similar magnitude of sSect

C) Unilateral intrastratal injecdon of GR (1 ug) in rats cid not inducs
postural essymetries or circiing behavior, either whes given aions or when
animals wers subsequenily challenged with SysieImic  zpomorphine.
Fluphezzzine, given at 2 higher doss (5 ug intra-st-iatal), did not have any
effect when given alone but did causs 2SSYMEITY i IESPOnse 1o systemic
2pomorphine challenge.

DY GR a1 0.5 - 5 moike io. did not cause catalecsy in res; hzlosearidal did
e . - - - - - -

SO at Z mg/kg ip.

Z) GR at 05 - 3 meke in.

F) GR panizlly antagonizsd the increased locomotor actvity czused by the
NEUToKInin receptor agonist DiMaC7 injectzd into the veqrral tsgmenta] area
of rats. (Tt was statad tha: this procedure procucss zn increass in Jocomotor
22mvity which is considersd 10 be due to a sslectve increzss in dopemins
reiease in the mesolimbic 2nd mesceorgeal dopaminergic sysiams. and cz1 be
2bolished by haloperidol). GR was active at 1 - 1000 (out not 0.1) ug/kg s.c.;
it was stated thas thase doess produced no effects on basal locomotor acavity.

(All doses withiz the active range produced z similar magnirude of efect).

(Ondansetron had similar potency but lost activity at the highsst dose). (This
Study was previously submined t0 IND

APPEARS THIS WAY
ON ORIGINAL
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It was concluded that GR could "potently antagonize the behavioura]
consequences of raised mesolimbjc dopamine function” (i.e., # A, B, and F, above
while "failing to demonstrate activity in classical models designed to detect the lizbility
of neuroleptic compceunds to produce extrapyrarnidal side effects" (ie,#C D, E
above). (However, note that in one of the latter studies, #C, the positive coniro] was
given at a 5x higher dose, thus not clearly ruling out extrapyramidal liability of GR
in this case). As previously noted regarding other behavioral studies submitted 1o
IND | GRisunusualin that it was active at extremely low doses, ie. at 1 ng/kg

Lp. in #B, above, and produced similar magnitudes of effect across a dosage range
spanning several orders of magnitude.

The hypothesized mechanist of action of currently usad
__1s a decrease in brain dopaminergic activity through a blockade of D, dopaminergic
‘Teceprors. In the case of GR, the mechanism of its effects in blocking animal models
of dopaminergic hyperacdvity is not clear. It does not bind 10 D, rzceptors (IND
~~ In the models where GR blocked the increas=d locomotor activitv cue to
2gents which prasumably work through dopamine, it cannot be concluded that GR
acted through a specific effect on dopaminergic funcdon; in fact in 2 of the 3 studies
It was not stated if GR ajone could decrease Jocomotor acuvity. There is some
evidencs that pathways invoiving SHT, receptors faciiitate dopzaminergic funcidon
(Barnes, =t.al, Neuroscience and Biobehavioral Revisws 16:107, 1992), and thus the
SHT, blocking acuvity of GR (ses IND -, meay be the mechanism for jrs
potentia] antipsvchotic eifects, as implied by the sponsor. However, as discussed in
my Original Summary of IND . itis unlikely that 2 the extremely Jow Coses a3
which GR is acuive ( ¢-g. 1 ng/kg ip. in study #B, above), brain levals of drug will be
high enough 1o block SHT, receprors. Furthermors, in one sTady (FA. zbove).
ondanserron was 100x more pownt than GR in blocking amphetlamine-inducad
hyperactivizy, vet according 1c the sponsor (vol. 1.3, P. 16) GR is approximarsly 10x
1ore potent thzn ondarss=ron at 3-=T, receptors in rat brain,

antipsychotic zgents

APPEARS THIS WAY
ON ORIGINAL
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ABSORPTION, DISTRIBUTION, METABOLISM AND EXCRETION (ADME) STUDIES

The ADME studies were conducted in mouse, rat, rabbit and dog.

MOUSE:

Pharmacokinetics of GR 68755 in the Mouse
Following a Single QOral Dose
(Study # METS62, Report # WBP/92/021)

Methods: B6C3F, male mouse were given a single oral (gavage)

dose of MC-GR 68755 (5.5 mg/kg) . Volume of administration was
fixed at 10 ml/kg. Blood samples were collected from abdominal
vena cava at pre-test, 0.08, 0.17, 0.33, 0.5, 0.75, 1, 2, 3,4, 6
and 8 hours after drug administration (5 mice/sampling time
‘points were used). Levels of GR 68755 in plasma were measured by
... methods and total radioactivity was determined by
methods. Various pharmacokinetic parameters were calculated.

Results: GR 68755 absorbed rapidly (T,, = 0.08 hr[first sampling
point]). Plasma levels of GR 68755 decreased rapidly (t, = <0.25
hr) and at 2 hr post-dosing the levels were below detection limit
(limit of detection = 25 ng/ml). Based on AUC values about 25 -

34% of the total radicactivity represented parent drug.

Pharmacokinetic Parameters in Mouse After A Single Oral Dose
Parameters GR 68755 . Radiocactivity
Crax  (ng/ml) 770 + 536 1643 + 271
T (hT) : 0.08 0.33
AUCy;, (ng.hr/ml) 481 1375
AUCy, (ng.hr/ml) <672% - 2757
t, (hr) <0.25% 0.63

*a Estimaté&‘Bécause at 2 hr post-dose plasma levels were below
detection limit.

APPEARS THIS WAY
ON ORIGINAL
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Metabolism and Excretion in the Mouge After
A Single Oral Dose of MC-GR 68755
(Study # BPW191, Report # WBP/91/019)

Methods: Male and female mice (B6C3F,) were given a single oral
(gavage) dose of MC-GR 68755 (5.5 mg/kg, 10 ml/kg) urine ang
feces were collected over 24 hr period for up to 144 hours after
drug administration. In all samples, radioactivity was measured
by

Results: About 47.4% and 47.5% of the administered radicactivity
were excreted in urine and feces during 0-144 hr period
respectively, and most of the radiocactivity was cleared during
the first 24 hr period. There were no sex differences in
éxcretion pattern. About 13 and >15 radicactive peaks were seen
in urine and feces samples. Only about 11% and 4% of the dose
éxcreted in urine and feces respectively as unchanged drug. 1In

urine, about 3 - 7% of the dose was glucuronide conjugate of
GR 68755,

RAT:

Pharmacokinetice of GR 68755 in Picmented (RH)
Rats Following A Single Oral or I.V. Dose
(Study # 541/5759, Report # WBP/85/071)

Methods: Male and female Random-bred Hooded rats were given a
single oral ‘(gavage) or i.v. dose of "C-GR 68755 (3.5 mg/kg) .

The volumes of administration were 4 ml/kg for oral dose and

2 ml/kg for i.v. dose. Blood samples were collected from
abdomina vena cava at 0, 0.08 (only post i.v. dose), 0.25, 0.5,
0.75 (only post oral dose), 1, 1.5, 2, 3 (only post oral), 4, 6,
8 and 24 hr after drug administration (2 rats/sex/time point were
used). Levels of GR 68755 in pPlasma were measured by Sl
methods and total radioactivity was determined by  methods.
Various pharmacokinetic parameters were also calculated.

Results: The data indicated that GR 68755 rapidly absorbed when
given orally (bicavailability is almost 100%). 1In the
calculation of bicavailability it is generally assumed that
plasma clearance is the same after i.v. or oral dose. Oral
bioavailability of >100% may be due to the differences in Cl, of
the drug depending on route of administration. Irrespective of
route of administration, based on AUC values, unchanged drug
represented 57 - 59% and 76 - 78% of total plasma radiocactivity
in males and females respectively. Furthermore, systemic
exposure to GR 68755 in females were about 2.5 fo0ld higher than
males. This conclusion was further supported by the lower Cl,
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values in femalés than males (16.4 vs 44.7 ml/min/kg) . Since vd
is similar in both sexes, the difference in Clp may be due to
shorter t, in males than in females (0.4 vs 1.1 hr). Both parent
drug as well as total radicactivity levels reached to negligible
levels at 24 hr after dosing (limit of detection:  ng/ml).

Plasma radiocactivity declined in a biphasic manner (t% beta):

1.v.: males = 2 hr and females = ¢ hr; oral: males = 2 hr and
females = 5 hr). :

Mean Pharmacokinetie Parameters in Ratg
After A Single Oral or I.V. Dose (n=2)
Male Female
Oral I.Vv. Oral I.V.
Cray - (NG /m1) 2450 2240 A 3240 3400
Ty (hr) 0.25 0.08 q 0.25 0.08
AUC,. (ng.hr/ml) 1980 1360 4880 3620
ty (hr) 0.6%* 0.4* 1.0+ 1.1%
Cl, (ml/min/kg) - 44.7 ke 16.4
Bioavailability 139 see 123 -
Vd (L/kg) === 1.6 . e 1.6
Cl, = plasma clearance T
vd volume of distribution

* ty calculation from 15 min-2 hr for males and 15-6 hr for female rats

ty calculation from 15 min-2 hr for both sexes

wowon !

w* %

Pharmacokinetics of GR 68755 in AHA and Wigtar
Rats Following A Single Oral Dose
(Study # MET703, Report # WBP/S0/073 and
Study # BPW335, Report # WBP/94/012)

Yethods: AHA rats were used in reproductive toxicity studies ang
Wistar rats were used in rat carcinogenicity study. Therefore,
Sponsor used these strains of rats for the present pharma-
cokinetic studies. Rats were given a single oral (gavage) dose
of '“C-GR 68755 (1 mg/kg). The volume of administration was fixed
at 4 ml/kg. Blood samples were collected from dorsal aorta at 0,
0.08, 0.25, 0.5, 0.75, 1, 1.5, 2, 3, a4, €, 8 and 24 hr after drug
administration (2 rats/sex/time point were used). Levels of

GR 68755 in plasma were measured by - methods and total
radioactivity was determined by  methods. Various
pharmacokinetic parameters were calculated.
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Results: GR 68755 absorbed rapidly in AHA and Wistar rats (T
AHA rats = 0.08-0.25 hr and Wistar rats = 0.3-0.5 hr). The
decline of GR 68755 and/or total radioactivity in pPlasma was
linear with ty ranging from 0.9 - 1.¢ hr depending upon strain
and sex of rats. Irrespective of strain and sex, based on AUC
values, unchanged drug in Plasma represented about 33-53% of the
total radioactivity. Furthermore, systemic exposure to GR 68755
in female AHA ang Wistar rats were about 7%% and 43% greater than
corresponding males respectively. This trend of greater exposure
of GR 68755 and/or radioactivity in females than males after a
given dose is in line with the earlier findings (see above:
report # WBP/89/071). at 4/6 hr after drug administration plasma
levels of GR 68755 were close to detection limit L. ng/ml) and
at 24 hr post-dose radicactivity levels were negligible.

Mean Pharmacokinetic Parameters in Rats
(AHA and Wistar) After A Single Oral Doge {n=2)
AHA Rats Wistar Ratg
Male Female Male Female
Cras (ng/ml) 158 328 320 450
Trwx  (BT) 0.25 0.08 0.3 0.5
AUCs. (ng.hr/ml) 285 528 510 730
t, (hr) : 1.6 1.1 0.9 0.9
ty (hy) [radioactiYEEy] 1.6 1.3 1.4 1.5

In study BPW335w4Wistar%ratsJ, sponsor- also collected urine and
feces samples over 24 hr period for up to 144 hr after drug
administrationf“*Abcut“S?t“and“47%“of administered radiocactivity
were excreted in urine and feces during 0 - 144 hr period '
respectively, and most of the radioactivity was cleared during
the firstW24ihruperiodi;mThere was no sex difference in excretion
pattern. During the first 24 hr <10% of dose was excreted in the
urine as unchanged drug. Ten unidentified radioactive peaks in
urine and 8 unidentified peaks in feces were seen in o - 24 hr
samples. Thus, indicating drug is extensively metabolized before
elimination.

PPEARS THIS WAY
A N ORIGINAL
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Distribution:

Distribution of Radicactivity Following A Single Oral
{3.5 ma/kg) or I.V. (1 mg/kg) Administration of M“Cc-GR 68755
to Male Albino (AHA) ang Pigmented (RH) Rats
(Study # MET536/578, Report & WBP/89/101)

Metheds: Male albino (AHA) and pigmented (RH) rats were given a
single oral (gavage; 3.5 mg/kg) or i.v. (1 mg/kg) dose of Mc-

GR 68755. One pigmented rat per time point was sacrificed at 5,
15, 30 min., 1, 2, 4, 6, 24, 48, 72 and 168 hours after drug
administration via oral route. Following oral administration,
Single albino rats were sacrificed at 1, 6, 24 and 168 hr.
Following i.v. dose, one albino rat was sacrificed at 5, 15, 30
min., 1, 2, 4, 6, 24, 48, 72 and 168 hours and one pigmented rat
was killed at 1, 24 and 168 hr. R TRt
Additionally, sagittal sections of 20 um thick were obtained at
various levels and radioactivity in various samples were measured
by ‘

Results: Irrespective of route of administration and strain,

- radiocactivity was widely distributed throughout the body.
Radicactivity levels in liver, kidneys and adrenals were
significantly higher than the blood. Significant level of
radicactivity was also seen in the eye of pigmented rats.
Radiocactivity from all tissues were cleared within 24 hr after
drug administration except from adrenals, which was cleared by
the end of 168 hr. Radiocactivity in the eye of pigmented rat was
still present at end of 163 hr after drug administration,

indicating binding of drug and/or metabolites to melanin of the
uveal tract. e '

APPEARS THIS WAY
- ON ORIGINAL
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Concentrations (ug base squivalents/g of tissue)

Tissue RH (po)® AHA (po)t RH ()T AHA (iv)*
Biood 144 (025 056 (1.0) - 0.1 (1.0) o042 (0.08)
Adrenal 827 (10) 481 (1.0) 218 (1.0) 639 (0.08)
Bone 140 (1.0) 048 (10) <SS (10) 107 (0.0
Bone marow 344 (0.25) 128 (1.0) 022 (1.0) 134 (0.08)
Testes 031 (10) 063 (10) 012 (1.0) 035 (1)
Heart 339 (0.25) 142 (1.0) 0.36 (1.0) 120 (0.08)
Kidney 1267 (1.0) 584 (1.0) 123 (1.0) 453 (0.08)
Liver 950 (1.0) 361 (1.0) 139 (1.0) 465 (008
Lung - 444 (025 230 (1.0) 040 (1.0) 132 ()

Small Intestine 6.44.(0.25) 2.23 (1.0) 0.85 (1.0) 1.05(0.08)
Large intesting - 3,49 '(0.25) 357 (1.0) 0.21 (1.0) 0.7 (1.0
Thyro

d 2.75.(0.08) 0.94 (1.0) 0.30-(1.0) 1.32  (0.08)
Salivary giand 4.27 . (0.2%) 1.75 (1.0) 0.85 - (1.0) 187 (0.5)
- Pituitary 5.11.(0.25) 178 (1.0) 0.87 (1.0) 1.31.(0.25)
PR CNS 0.29  (0.25) <SS (1.0) <LS {1.0) <LS . (0.08)
Brown fat 3.60 (0.08) 1.42 7 (1.0) - .
Spleen - - 0.36 (1.0) 0.78 - (0.25)
Eye €45 (4.0) 0.48 . (1.0) 1.07 (1.0) 0.17 (0.08)
Eys 2.30 - (188) 0.003 (168) 0.35 (183) BKG  (158)
Key:
RH « . Random-bred Hoooed rat
AHA = Allen & Hanbury Albing

GREB755D & - “C.GRE87SS hydroenioride;
GREE7S5C = Non-radiolabelled GREB755 hvdrochionge:

s Values given are for peak concentrabong T e
Values in parentheses are the-sampie time in Nours.

t = Values given are concemrations opserved at the first sampling time.
Values in parentheses gre the sampie time in hours. :

<LS <= Concentration lower than vaiue of iowest visible standard on

BKG = Concentration nst distinguishable from background. o

'8ponsar'§ Table, Page 188, Vol. i.31

Placental Transfer of Radioactivitx in
Precmant Albine AHA) Rat

(Study # MET698, Report # WBP/90/055)

Methods: Pregnant albino (AHA) rats were given a single oral
dose of “C-GR 68755 (1 mg/kg) on day 19 of gestation. At 1, ¢
ini i rats (1/time point) were
Radicactivity
measured by

sacrificed and R T
levels in maternal blObd;kaacenta‘and fetus were
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Results: Radiocactivity crosses placental barrier and is widely
distributed in fetuses. The levels of radioactivity in fetus at
1 hr post-dose were lower than that seen in maternal blood or
Placenta and the placental radioactivity was about 2-folg higher
than that in maternal blood. Twenty-four hours after drug
administration levels of radicactivity in maternal blood,
Placenta and fetus were below detection limit.

»
Animal No, 308 807 308
| Time (w) i 1 N YR

(Concentration Piprassed as B8 G 64755 base/y tissue)

Xlazues

Maternal bleod 117 2.9 Qe
Placenta FITY as.¢ [Fi N
Poetus n.z 3.0 as.o

' the value of the lovest vigible standard messurable ea the fils

Sponsor’s Table 1, Page 346, Vol. 1.32

Metébolism and Excretion of Mc.er 68755 in Rats
==—==2<oBm and Excretd Rats

ml/kg for i.v. dose. Urine and feces samples were collected over
24 hr period for 144 hours after drug administration. In all
samples radiocactivity was measured by methods. Drug and its
metabolites were identified byk‘ﬁuukmu‘methods.

Results: Irrespective of route of administration, strain and
sex, about 42-47% and 43-47% of the administered radioactivity
were excreted in urine angd feces during 0-144 hr period
respectively, and most of the radicactivity was cleared during
the first 22 hye period. Urinary excretion of radioactivity after
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oral and i.v. dose were comparable which Suggest that oral dose

In both urine ang feces samples (0-24 hr),
about 10 radioactive peaks were seen and one of the peaks is
identified as GRr 87620 (N-desmethyl analogue of GR 68755) .

i i Furthermore,
unchanged drug levels were less than 7% of the dose in urine and
Like in human urine, rat urine also contained bis-
©xidized metabolite of GR 68755 (data presented as a peak and no
quantitation was provided) (see fig 1.). Hence, the drug is
metabolized rapidly in rats.

r— Percent of Dose Recovered (n-8)

RH Rats (3.5 mg/kg) AHA Rats (1 mg/kyg)

Oral I.V. Oral I.V.
Uzrine
0-24 hr 39.3 & 38.9'%+ 7.5 41.5 3+ B.1 38.2 + 6.7
0-144 hr 42.9 ¢ 42.6 + 7.6 47.4 4+ 10.1 41.5 1+ 7.3
Feceg
0-24 hr 37.5 ¢ 38.6 ¢ 7.2 33.4 4+ .19.1 3B.5 +°10.0
0-144 hy 47.5 + 43.9 4+ 8.2 45.1 '+ 9.7 46.8 % 7.2 !

APPEARS THIS WAY
 ON ORIGINAL
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Proposed Metabolic Pathwa

Fig. 1

' GR87620 GR153732
GRS7S: *

(N-desmethyl GR68755)

(bis-Oxidation of GR6855)
(Rat and Dog)

(Rat, Dog and Man)

Note: On page 38, Vol. 1.1 (Investigator's Brochure) sponsor
indicated the presence of GR

96105 (6-hydroxy-alosetron), a
metabolite of GR 68755, in rat and dog urine sample. However,
the presence of this metabolite (GR 96105) was not documented in
the study reports.

TS




